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REMARKS 

Receipt of the Office Action mailed July 23, 2007 is acknowledged. Claims 1-22, 61, 
and 62 are pending. Claims 1,8, 10 and 62 are amended; claims 9, 23-60 were previously 
canceled. Reconsideration in view of the above amendments and following remarks is 
respectfully requested. 

Claim Rejections - 35 U.S.C S 103raVKirpotiii 

The Examiner rejects claims 1-8, 10-22 and 61 under 35 U.S.C § 103(a) as being 
unpatentable over Kirpotin (U.S. Patent No. 6,1 10,491). Applicant has submitted a section 1.132 
declaration of Pai Srikanth Annappa. Mr. Annappa, through his declaration, demonstrates: 

(1) Kirpotin does not teach or suggest each and every element in the claimed invention 
(paragraphs 6 and 8); 

(2) Kirpotin simply does not teach or suggest a process for the manufacture of long 
circulating non-peevlated liposomes as set forth in claim 1 (paragraph 7); 

(3) unexpected results in that one of ordinary skill would not expect that by simply 
reducing the amount of hydration buffer, one would obtain a stable liposome without the 
need for PEG (paragraph 9); 

(4) no one would be motivated to even consider Kirpotin for suggesting a nonpegylated 
liposome made by reducing the amount of hydration buffer (paragraph 10); 

(5) the advantages in avoiding pegylation (paragraph 1 1); and 

(6) the non-pegylated liposomes of the present invention are more effective in reducing 
tumor weight in comparison to pegylated liposomes (paragraph 12). 

Accordingly, Applicant respectfully submits that Kirpotin does not teach or suggest each 
and every element of the claims and accordingly submits that claims 1-8, 10-22 and 61 are 
patentable under 35 U.S.C § 103(a). Applicant respectfully requests withdrawal of this ground 
of rejection. 
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Claim Rejections - 35 U.S.C S 103(aVForssen / Janoff 



The Examiner rejects claims 1-8, 10-22 and 61-62 under 35 U.S.C § 103(a) as being 
unpatentable over Forssen (5,714,163) in combination with Janoff (4,880,635). Applicant 
respectfully contends that neither Forssen nor Janoff teach or suggest a process for the 
manufacture of long circulating non-pegylated liposomes as set forth in claim 1 . Further, one 
skilled in the art would not be motivated to even consider Forssen or Janoff for suggesting a 
nonpegylated liposome made by reducing the amount of hydration buffer. Furthermore, the 
declaration of Mr. Annappa submitted contemporaneously herewith demonstrates unexpected 
results in that one of ordinary skill would not expect that by simply reducing the amount of 
hydration buffer, one would obtain a stable liposome without the need for PEG. 

Accordingly, Applicant respectfully submits that Forssen and Janoff, alone or in 
combination, do not teach or suggest each and every element of the claims and accordingly 
submits that claims 1-8, 10-22 and 61-52 are patentable under 35 U.S.C § 103(a). Applicant 
respectfully requests withdrawal of this ground of rejection. 



No additional fees are believed to be owed at this time. However, in the event that 
additional fees are required, the Commissioner is hereby authorized to charge Womble Carlyle 
Sandridge & Rice, PLLC Deposit Account No. 09-0528, or credit any overpayments to this 
account. 

The Examiner is invited and encouraged to contact the undersigned at 703/394-2273 to 
discuss any matter in this application. 



CONCLUSION 



Respectfully submitted, 

Womble Carlyle Sandridge & Rice, PLLC 



Date: October 23, 2007 




Teresa A. Lavenue 
Registration No. 47,737 
Phone: (703)394-2273 
Fax: (703)790-2623 



P.O. Box 7037 
Atlanta, GA 30357-0037 
Customer No.: 26158 
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DocketNo.:B2351010.l 
IN THE UNITED STATES PA1"KNT AND TRADEMARK OFFICE 

fn re ^pJication of: Daftaiy, et al. 

Coniirmatior) No-: 6940 

Serial No.: 10/748,094 

Examiner: Ki shore, G. 

FiJed: December 31, 2003 

For: Noii*Pe^lated Long-rCbcwIatingLij^somes 

DECLARATION UNDER 37 CFR §1*132 

I, Pai Srikamth Ann^qm, 4o tet^y ^lare and say m follows: 

1 . f ime a masters iJegree in jtenacy from College of Jtattsmitfcal Sciences, 
Manipal, India. I currently hold the position of Senior Vice-President of Research 
and Development (Drag Delivery) for Bhamt Serums and Vaccines Ltd. 

2. I am a co-inventor on the following issued patents: 

a. Parenteral Cisplatin Emulsion (WO200 1/00705 8) 

b. Clear Profjofol ComposHwns (WO2002/45709) 

c. Amphotericin B Aqueous Composition (WO2002/069983) 

d. Amphotericin B Structured Emulsion (WO2000/} 97778) 

e. Clear Aqueous Anaesthetic Composition (WO200 i /97796) 

f. Liquid Stable Composition of OKazaphojs^jhorfne wi^.M©sam' 

(WO2004/022699) 
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g, Jfosfaoa^ Gan^sitions for Pareirtcrai Admfalsteattoa.ayntd a Brocess for thdr 
Prepamtitai (WO2<M)4/0500] 2) 

h- Non-peg>4«ted Long^irciflstiijg Liposomes (WO2004/058140) 

i. Stable Emculsion Ckmsposiikms for Mb^venoiis Adminisiratiofi having 
Preservative Efficacy (WO2006/030450) 

j. JntravenoBS Propofol Emulsioii Compositfon$ teving Preservative Efficacy 
(WO2OO7/0522»8) 

k. Aqueous Anaesthetic Compositions Comprising Propofol (WO2007/05229S). 

1. Propofol Emulsion Compositions for Intravenous Administration (PCX 
Appl.No. PCT/1N06/000466) 

3. I have worked in the areas of developing parenteral products comprising liposomes, 
microspheres, intravenous cmulsiaos/suspensions, phospholipid complexes, and 
soluble drug complexes. 

4. I have reviewed and am familiar with the contents ofttie abo¥e-i«ferenced patent 
application ("the present application") of which I am a co-irjveator. I have also rmd 
the Office Action dated July 23, 2007 and the references cited therein. In particular, 1 
have read IJ.S, Patent 6,110,491 (issued lo Kirpotin and hereinafter referred to as 

5. In the Ofllce Action, the Examiner contends it is obvious to cm of otdinary skill to 
the art to vaiylhe amoimfe of tihe hydrating medumto oteintte best possible 
results. I respectftiiify disagree mdi this conclusion mA my reasons are set fortihi 
hdow m the instot Dteclaratian. 

6. In summary, Kirpotin does not teach or suggest each and every element in the 
claimed invention. The novel liposomes of the present invention are made without 
polyethylene glycol (PEG), and the novel process of manufacture involves using a 
lower amount of hydration buffer than what was previously used to provide stable 
liposomes. Kirpotin does not tesicli tUMtt-pegylated lij»»i»es mt {toes this reference 
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teach making the liposomes with a lower amount of hydration media. In addition, no 

one would even be motivated to make the prejsent invention hy reading Kirpotiti, 
alone or in combination willi the cited relcrcnces, as the prohlcms addressed by 
tCiipotin arc different from the problems addressed by the present invention. The 
present inveiiLion concerns the manuracturc of stable liposomes without using PEG 
(by using a smaller amount of hydration buffer) whereas Klipotiii tries to address 
issues surrounding liposome loading. 

7. KJrpotiu simply does not teach or suggest a process for the manufacture of long 
circulating ngarggylated liposomes as set forth in claim 1 . In fact, Kirpotin teaches 
tl3e preparation of liposomes containing polye%lenc glycol (i.e. derivatizcd 
dislcarolpliosphatidyl ethanolamine (PEG-DSPE)) to increase liposome stability (see 
Kirpotln's Examples 1 and 3-8). 

S. Kiipotin also fails to tmcb or suggest an "aqueeiis hydration media used is m Ae 
range of 10 to 35 ml for each ramole of phospholipid present in the lipid solution" as 
recited in ciaim I of the present application. Based on my reading of Kirpotin, there 
is absolutely no leaching or suggestion to remove PEG and manufacture liposomes 
wifli a surprisingly low amount of hydration media. Furtiier, it is my opinion that no 
one would one have thought to use such low amounts of hydration media to achieve a 
long lasting non-pegyialed liposome upon reading Kirpotin (alone or in combination 
with the other cited references). 

9. Furthermore, it was uue.vpected that by simply reducing liic amount of hydration 
buffer, one would obtain a stable liposome without the need for PEG. The volume of 
aqueous hydration media as recited in claim i is less than what was previously known 
or considered an acceptable amount of aqueous hydration media. Thus, the volume 
of the aqueous hydration media as recited in claim I demonstrates a controlled 
reduction as compared to tte amounts of hydration media used in conventional 
liposome and pegylated liposome manufacture, Suiprisingly, we found that by 
tfidncmg the volume of aqurous hydration media, and the wmpo^tion of the 
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hydration media used, tiie toxicity of the doxorubicin loaded liposomes was reduced. 
Not bound hy theory, we heiieve thai, the phospholipids were able to pack tighter 
together resulting in a thicker liposome membrane or "shell." The thicker "shell" 
provided tor increased stability, loEg-circulatioii and slow release. The incieajjed 
stabilily resoltcd in decreased toxicity without the need for PEG. The LD50 values of 
the different Doxorubicin compositions studied are provided Table 1 of page 7 of the 
published application. The LDm dose was found t& be 16.13 mg/kg whereas the LDjo 
dose for the marketed ccmvenfioaal preparation (ADRIAMyCIN) ms 10.29 mg/kg. 
The LD50 for the markeied ipcj^lmd liposomal preparation, CAELYX was 1 3.5 
mg/tg. These results show that «.oa,*pegylated liposomes of the present invention 
have a reduced toxicity as compaKsd to other Doxorubicin formulauons and to 
pegv 'atcd-liposomai Doxorubicin formulation.s, and would be further devoid of hand 
foot syndrome associated with pegylatiou, 

JO, In my opinion, no one would be motivated !o cvcii consider KLirpotin for sugge.stinga 
nonpegylatcd liposome made by reducitig the amount ofhyitoion buffer as Kirpotia 
attempts to provide a solution to an entirely differtait probtan from the problem 
addressed by the present mvention. Kirpotin teacltes methods of producing pe^lated 
(PEG) liposomes in an effort to increase encapsulation efficiency. In other words, 
Kirpotin is concerned mth methods of increasing the toactii^ of flie liposomes. Thus, 
the inventioti taught by Kiipolittatrf the present clsimM inveiifiMi aimed at 
solving two entirely different problems. 

1 L In contrast to Kirpotin, the present invention is concerned with making liposomes 
without the use of PEG. The present invention is directed to nan-pegvlated liposomes 
and methods of their manufacture to avoid the occutrence of "Hand-Foot syndrome," 
associated with preparations containing pegylated phospholipids. See present 
published aj^iicationL, pata. 0013. Additional advantages in avoiding pegylation are 
also illustrated in Table 1 cm 7of Ae pubitehed application. TftWe 1 shows that 
non-pegylated doxofahkan Hpi^Mtte^ of the present inventiett have tower toxicity 
ihm conventicmal pegylSted liposomes. 
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12. Furthemiore, the non-pegyfated liposomes of Oic present invention have been shown 
to be more effective in redticiiig Luim)r wcigiit iji comparison to pegylatcd liposomes. 
The test results summarized in Table 2 support this position. Specifically, the 
difference in fiiraor weight and effectiveness was measured by T/C % (lest lo control 
percentage). In this study (Example Vf), the highest ratio of IVC using CAELYX was 
-7S at 1 2 rag/kg and -34.7 at 6 mg/kg, whereas when using the non-pegy lated 
doxorubicin liposomes of the presaat invewtion, the higliest was -93.4 at 12 mg/kg 
and -89.43 at 6 mg/kg. These results demonstrate that the non-pegylated doxorubicin 
liposomal compositions of the present invention are more effective in reducing tumor 
weight than the currently marketed pcgy lated liposomal formulation. 

13. In conclusion, it is my opinion I hat the present invention would not be obvious light 
of Klipotin. alone, or in combination of the cited references. 

14. 1 hereby declare that all statements made herein of my own knowledge are trae and 
that all statements made on information and belief are believed to be true; and further 
that these statements were made with the knowledge that willful false statements and 
the like so made arc punishable by line or imprisonment, or both, under Section 1 00 1 
of Title 18 of the United States C!odc and that such willful false stotements may 
jeopardize the validity of the application or any patent issued thereon. 



Pat Srikanth Annappa Date: October 1 8, 2007 
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